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J;V^-<:^•^i^^^^U R''«:|t-r:?j-:^S:?l^fifeL5 5«fc«^H«C5'5S 

(6) T>^:tTyi^>nimffm^m-t?>^t^m^^'^j^^y. 

( 7 ) ri^^:^Ti^'i/:^iimmm^^ir^^-^mi}^ 2-=^h ^u- 1 - 

[ [2' - (IH-X h7>^— />-5-^/V) }fy3L:^;V-A-^;V] 
^i/-^ au^jV 2-3^Y i _ [ [ 2 ' - ( 1 H-T h 7 

yv- 5 — i }V) If 7 4 -^M :^ ^/v] ^:/X^ ^ ^-/—jv- 7 - 
;^7/1^7j^>iX7-hT-&;5tiIiB (1) 

( 9 ) T ^^yi-T'l^iy^^lIimi^^ ^^-t^it^m^ 2 h ix- 1 - 
[[2' - (2. 5— Kn-5-:^=^y-l, 2, 4 -;r=arf-v?T)/-/V- 
3 /w) 1^7 31 4 — f /v] 7« ^/v] ^ VX^ ^ ^-/^jv- 7 
^T?fc5ltnS (1) |S«(D^flJ; 

(10) i«:7^yi; y->/yjk^^fcft^ti}cjES-r5^1iWB;5 • r^^Jt? 

fc^ttna (1) la^c^i^j ; 



wo 02/15935 



PCT/JPOl/07239 



:tT:^z>^yummmmi'^it'^m. (2) T>^:tTyiyym^mmmi'f 
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f^9y^ ^l^'f^jV^V '>l^^"fe^7K •)3y'f^)\^9V^ /^/vf'/i'^ -r/l^ 
25 %^)V9V^ -f/^^1^/^^>'. :*-/vp«f-/i'^:/*fctt^'yih/v^>'T?fc5fnB 
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(13) K^ro^J; 

(1 9) T:y^:t7'>i^'^ll^im^:^-r?>it-^m^2-:J^h^iy^-l- 
[ [2* - (IH— r b7>^-;w-5— f/v) if7cc^;i'-4-^;i'] 
5 7 -;«7/V;^?>'@?T'fcSt{rffi (13) IE^(Z>^J ; 

5 (2 0) Tly^:i^l^i^l^mm.^m^^-t^i^-^mi}^l- (.i^^n^^l^/V 

2 -ai h ^i/- 1 - [ [ 2 * - ( 1 H— r h 

y y-zi^- 5 — r/i^) t'7aizi/w- 4 — T/w] p< ^^'xv 5: ^y-/^- 7 

-;{7/V'7}<driy7-h-efcSS&|B (1 3) IE*fe<D^J ; 

( 2 1 ) T :^v^:^n*g^f^ffl ^^ir^^-^m^ 2 -oc h ex- 1 - 

10 [[2' - (2, Kn-5-;r=3ry-l, 2. 4-;r^rf-i?Ty-7l'- 

(2 2) v^'iz-Ti^^yi-'T^^'yi^-m^m^^^^'rh^'c-^miiK r^^Hry- 
^e^>'^m^^Pl$f^fflSr*-r5<b'^i^-efc5SfnE (1 1) ^mcM; 
15 (2 3) T^=¥:^:^v':^|gm^^|5E#f^ffitr^-r5{b'^;5S3i-:f-yyy/u, 

(2 2) lEtt^^J ; 
20 T-fc5ltf|B (2 2) |E«<D)^J ; 

(2 4) 

(2 6) u=-iy-ry^:iry'lyi/ym^m^m-^^'rhi\:,-^W^='>WU^ 
25 fflSr^r-rSik-^T'feSttffB (11) E«O^J ; 

(27) V^y^m^^^'^-r^VC^m-h^ S P P - l O O -efc^fllB (26) 

(2 8) ^=>'-T^=¥:^-x>ix>'^plWf^ffi2r^-r5'fk'a'W=3E^-^--mW 

^m^^-t^it-^m-^h^ms, (id istfeo^fij; 
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(2 9) ^■^'-'^mm^m^^ir?>it^iliiNK 3 2 0 1 -e&St&IB (2 8) 

ym.m^^-t^^t-^m-vh^m (id m.(on'. 

5 (3 1) T/VK^xn^^f^ffiSr^-rS^k-^WSC-e 6 lOOX'h^m 

IB (3 0) IB^O^J; 

(3 2) l/=:/-T^=¥:^7^ViXVMWTO^^-rS{l^'a-tls ^(DZfnY=7 

10 jfe ; . 

(3 4) Ty^:tTyi^yumii^mt:^ir?>it^m mu -r/^-<1^/^i5'>' 
(3 5) 7^:/y y>-<^>'{gT^j^Mit-r5fc*(DTi/=¥:^7^>^x:/iif^f^ 
20 ( 3 6 ) T v-^^rt-r v'^'Htg^^tffl ^W-T^^b-^*^ (ffl. ^ y 

wm-t^my^zfv /-^yskm^tc\t^iiMcmmir^^B<D^^ • 
{3 7) ^y^zfv /-^yskmt.fz.it^fucfm-r^^mo^^ . mmit: 

:^mmK^if?)ry^:^yi^ynimi^M^^iri,it-^!^. ^oyn F^y 
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T J; v^) ^^1r^i\:^mt^ EX^h^ r t L < . ^-T^/vM-a-^^-T^ib 

15 Y'&(0Ty^:t7' y%^ymm.^m ■%:^-r^it-km t Lxitmm^ 
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fh. "ttc, USPS, 1 8 3, 8 9 9. EP-3 2 3 8 4 1. EP-409 3 3 
2idi.XmmW-l- 2 8 7 0 7 l-i-^^^mjitfo-zK t:°7>'-;l'^3itJ5 h U 
Ty-/^^^^^:^SW^$^^. USP4, 8 8 0, 8 04, EP-039 2 

25 3 1 7. EP-0 399 7 32. EP-040083 5. EP-42592 1. 

E P-4 5 9 1 3 6*5j;U?#§i5p3-6 3 2 6 4-^-''jknmat^y^^ ^if:/— 
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E p-4 0 7 3 4 2mm\fV ^ h'ym^^*^m^^i^l. E p-4 1 1 7 6 6^ 

y ymMWamT^^fi. ep-430300 miat^^yi'ymMi^ 
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-48 3683, EP-5 1 8033. EP-5 2 0423. EP-588 29 
5 9.EP-60371 2^{^:|i^m{li^t)^S§i:^$i^TV^5o -^It, i^^^—f- 

/V ^^f^i^i'Jl' -Jr^;^ h (Joiirnal of Medicinal Chemistry, 3 

9^, 3-§-s 6'2 5-6 5 6H> 1 9 9 6^) \at. Zf}.tb<Doib(DiX^&]9-j:it 
'&W|B^§i^TV^-5„ ^^^^ m(DTl^^:i-Tyiyi^mm,i^^^:m-r?>^t 

(Losartan (DuP753)) , rcT^pf-zi/i?:/ (Eprosartan 
(SK&F108566)) . :tiyv'-^/V^y (Candesartan cHexetil 

(TCV-116)) . yVU-^/l^^ry (Valsartan (CGP-48933)) , 
(Telmisartan (BroR277)) . ^/V'<f-/V^:/^ (Irbesartan (SR47436)) . 
15 -^JV^:^ (Tasosartan(ANA-756)) , (Olmesartan (CS- 

866) ) ^iiU^nboiXmm^m {:^:yf^;\^^yfi:^) ^;6s^*b<ffiv^ 

;tf^. ^ ( I ) : 
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L 9 StK^M-T-^^-TSS) ^: LTf*. 0tj;tf^. ( 1 ) jtj jut^^ri^/um. ( 2 ) 
xh7>^y/^S> (3) hy 7yV;fap{iJ'>';^/W7}x>'^T5 (-NHSO2 
CF3) . (4) V>mM. (5) ^/l-Tj^y^. (6) N. S, O<D0h(Dl 

ItflBtyt Tn, S. O <D V h<D imt. fen 2 mU±t:^t^ 5-- 7 M. (^^U< 
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mM^tixv^xhx\f^mL (c,_4) r/v=3f/vst Lrf:i. mx.\f. (i) ^^ 

Sr^LTV>-C'b J:v^:7 3.^/^Sl/£V^L3^-eS^§i^TV^-Ct>J:v^M (c^. 

-^hp^^-v^/Ufi^*) , (2) i£® <Ci_4) T/U3=¥i>'-HS® (Ci_4) T 
/Vd5^/VS («3J, ^ hdriXpf^/W, . (3) ^-CH (R 

^) -OCOR^ [^^^ R'it (a) (b) ^^i: 1 - 6 (Dit0t> L< fi 

i/^ n ^:f^?Vti ^) S:;^ L. R « ( a ) 1-6 c^itm 'fc t < ^fe^t^ 

-O/Zf'f'/V, sec-T'^/K t-:/^/K n-^:^^/K >r V^^/f^/K ^ 
ir-<y^)y^nL ^) . ( b ) 2-6 b < ft^^^iSS^r/V^Jr:::./!/ 

(c) ^^^3-8 0v^i5'PT/V=aE-/vS (^3), v^jj^ i3^:/^/V, i^tJ^n^^ 

n<^>-J!l^. =-hP. M (Ci_4) T/V=3r/K i£)^ (Ci_4) T7V=i:3r-iy^c^ <!f 
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p{ ^yl^, p ^/Wj: if) , ( d ) M^Wc 3-8(7)v'^nT 

:ji=/wsy5:fi:h7^7i^^^j: if) T-«ife$tb-fc^^ii: 2-3 (DrntT/i^^^/i^m 
>5r=/Hfp^ito'bo;fcif) , (e) S^^tLTV^TfciVNTy-yvS (^J. 

S'fcif) . (f) mMWi\-^(o^%^\.<\t^w^(om.rji'^^^^ym 

'y. :^^:t^>''^/^:t^Wj:t') > (g) mmm2-8(DUmtL<ft^^^(DiS: 
ar/i-^^ti^iyg m. r)>n^^y. ^Vzf'f^-ni^'ytiiZ) , (h) 

15 ;^dri/, iy^vi^-:ff-/U:i-^W£if) , (i) ^^11:3 - 8©v^i5^ oT/V=3e^/V 

ti:}f) . ( j ) 3-8 (Oi^i^ P T/Vde/V (^BJ> i/'}' p^y^;K 

3(Z)i£^r/U'{r=Pdrv'£ i/>'■:^^ P^iy^(^lf=Pdri/, T^P^^P^^f^ 
->> Tyn=^'>. -ry7'P^=^P^i/J^£if<^T/W-5rcip:^ri^$|5^i$ot<^''jJif) 

*fcfi (k) m.^^^x\f^xhx\f^Tv-/i':t^i^m m. ya^/^-y. 
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T%j;V^» (Ci_4) T/V^/l-S (tfflBLfcR^i!b-C©|t-f;^->'^?f0^b5 
LT^iJ^^tbfc ^lR^^$tbTV^T^) JzV^M i^-,-^ T/V^?V 

.4) T/Va^-X lJfcV^L2i@0^£ife (Ci_4) TjV^^l'Xm^^flX\/^Xhi^^^ 

*fc, v-ry. N-t Kp^v^:^//W<?A-<^ hV/VS (-C (=N-OH) -N 

«-T?^ti€tv|5^^$Hfc (1) ;\^^^^'y;vm. (2) 7^h7>^y/v£. (3) 
hy7/l':tt3^^:/;j^/P;}N>'^r$ (-NHSO2CF3) . (4) U 

(5) ;^/l'JiJ>>'^g, (6) N, S, 0©5t>01^*fcf*2m±;|r'g-tf 

2, Kn-5-;t=35^y- 1., 2. 4-;r^-y-i^7i/-/i^- 3— T/u 

*L<fi. ■rh^^/y/i^) ^fc{±ixry. N-t KDdE^i/;&/w?i>.-r^ 
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5 ^«l^'r5iE^Wi*^ft2-Cfc5{£jgi (C^.J r/U^VV, -CO-. - 
0-, -S-, -NH-, -CO-NH-, -O-CHg-, -S-CHj-, 

- C H = C H - Jfe <if ;3S^(f e) So 
MfBiClf. nYtlt.1t\t2 (^f^L<{il) om^^^-to 

10 S^^U ^g^StUTfi. 'e«J;t«^ (1) />n>fy F, CI. Brf£ 
if) . (2) iXry, (3) =hD, (4) *m$^TV^Xt^J:V^M (C^. 
4) T/l'^yK (5) M (Ci_4) T/l^=i^i^, (6) ttm^tV-CV^Tt)J:V^ 
T^/S T^y, N-im. (Cj.J T/V=ar/l.T^/ («SJ, /'^/l^TS./ 

-CO-D' [^1^. D' «7KmS*fc(^T/u^/>fp^;0^7KM. M (C^. 
20 ;i&/U:iJ?=/V:^dE^i/, :^y^^y^)Vifs^)Vt^^yfi}f.) ^r,5V^»4i£ii (Cg.g) 
^, (8) e^$i^T^^Tt>J;^^^£^ (Ci_4) T/^^/v- (l&ELfcR^ 
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TV^■Ct)J:v^;^;/^7}<drv'y^^^ (2) 7"N^:/y/^S. (3) h y 
>;^7WjaN:^ilT^ KS (-NHSO2CF3) . (4) vy^. (5) ;5^>'U2}> 

mhitR^t \.x(Dm^:tiyim^\.o^^<o^m^h ^xm^ri^iMt 

^!l:t(f^-CO-D Ktf^, Df* (1) imm. (2) e^$ti-C(/^Tt>J; 
V>T^y (Mx.fJ> N—K^ (Ci.J T/l'^/I^r^y. N. N-i^<£ 

(Ci_4) r;v^jvr^yfi:i£) t.1t\i (3) S^$^^TV^T^)J;v^T/^3=ar 

^^TV^•C%J;v^i?:^dry^=;^ (Mx S-p^f^/v-Z-^t-^a^y- 1, 3-i^>i-d5^ 

i^fc\i (i i) ^-O-CH (R«) -OCOR^ Kt>^ R6ji (a) tK^, 
/K n-ypbf/K ^'y:^i3lf/K n->^^/P, ^yT'^yK t-:/5^/K n-<< 
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-T'pi^/K 'iV-fny^jv^ n-:f'f-;K ^y:^5'/K sec-:^^/K t-:^5^/K 
5 n — -ry^:^5^/K ^^^y^Mii^) . (b) ^^ii:2-6©ii:^ 

l3L<{t5>^iyt<^MT/V<;r=yl.S. (c) ^^ic3 - 8 nT/V=¥/vS 

( d ) mMW^ 3-S<D'y^u Tjv^jv^ L < Mife^ tLTV ^> J; V y -/vS 

15 W^2-3(Of&mr;v^:^j\^-^ m. ''yyi-%;\^(0\f^;v, T'n^s/K Ty;v. 

M (Ci_4) T/Vdr/K (C,_4) T/^=^^/J5^^^*UTV^Tt> J: 
v^7x=^7^*^«•^7^7^S/^^) , ( f ) 1-6 <Dtti|^^> L< tt5>«^;yt 

n-7'h=ari^. -<yfh^i^. sec-:/h^iX, t->^b=3{-:^. n-^^'^/U 
y(y-<y^;\^:^^iy^ ^:^^y^M^'yfi:}£) , (g) ^^^2-8 

^Wlif) . (h) ^m^3-S(Di^^n7/l^'^A-:t^iy^ (R i/i^n^Vf^ 
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(^J. ^l^i^n^i/^ ^ai^l^f^D^v', i^^u^y^/U^ h^i^. y^u^^t^ 

T-em^nfc^^^ 2-3 P dr^y* iy:/-^ ? p drv-^cO If 

=-P=¥v'. T'P^^P'Sr^/. T]}n^i^, y7'p^-p:^ri/)'iif©T/V'Jr=P 
=3rv^giJSritot)0;fe^) ^fcfi (k) a^$ixTV^T^> J;V^Ty->'^;^-=¥^^S 

P. M (Ci_4) T/^^/K M (Ci_4) T/^3=¥i^7feif^^LTV^Tt J; 

15 i^mtLXn^ m^it^ -COOHRXJP^<Dm.. -COOMe. -COOEt. - 
COOtBu. -COOPr. \^'^<x:i^ JU^^i^;^ h^->:^/^^:^^/K 1- 
p ^^'y/i^:t^i^:i>/l^:^^;i'^^i/) h ^ v';57/v*'^/v^ 5 - ^ f^/V- 2 

-yjtjjV:^::^/^ T'p t';^:^P^'>p{ n-:/^y P'^-^pt 

20 i^:;&/i/jJ?::^/K ^y:^^y p^i^;?< h^e/;5;/v^=7K l- (a^ h dE^'>:i(7/W3iJ?= 

(-f y y P =3ri^) ^ h ^i^;«;/P;J?r:yK P^^v'/^;«;/l'7ft'=/^;a-^v'^ 
h^'y^/^^^^-fK ^yy^/i-:t^i^;^ h^-yi^/i-^^^/K i^yi-%r2e^^y:fyju 

:^^7m^£t*<D±i!^[hKJt^f3:ti x\ ■^tcm\:^m^m'< :i-y coo-. ^ 

tirlBR^tLTH:. ^-CO-D Kl^. Dtt (1) 7K^S*fc« (2) T/U 
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/W=3r/V^, (2) T/W-Jr^/l^Ss (3) T/^dr:=:/v^^ (4) i/i? nT/V^;l-£. 
(5) Ty-/vS. (6) T7/l'^/V'Xjfc<if;&S^{f btlSd^. fjit^VhT/l-^Jl' 

15 SirlB ( 1 ) or ^ L-c fi. 1 ~ 8 @^©®®T/v=^/v^-r-am 

T'^/K ^Vzf'f-JVs sec-7'f-/K t-:/5^/K ^>^5^/K i — -^^^^/Vx ^ 

Sins (2) oT/i^'jr=/i.^i:br{4. ^^ic2~ ss^o^r/^^^^/v^-e 

ttns (3) (^T/l^^^^/VSt t-Cf*. ^*^2~8@^<DMT^l-=3r^/vST- 

ci/K 2 — 2-;^-:^5'=^/^^5^^^5We>^^5o 
25 Wia ( 4 ) OiX^ P Tjy^^tvmh LTf*. 3 ~ 6 @^(^)<£0i/^ n T/l' 

■m^. em$tLTVN-ct>iv^T^/S (^ai^ r^y, n-ISj^^ (c^.^) t/^ 
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J;v^o 

mf^^M3<J^^^ F, ci, Br/j:if) . =hci, S^$tLT^^-c^>J;v^T 

T^/, N-i£iK (Cj.J T/l'=ar/VT5/, N,N-v?^®i (C^ 

{C*5»t5 r^TOjIi^J irLTf*. -0-. -S (O) m- [m« 
0JfeV^L2(^^^S^^1-] . -NR' - [R' ftTK^JI^^^fcfiM (Ci_4) 

HtnBUfc/i/5*T?t>. R^iUTfi. -0-. -S (O) m- [m«07'^V^L2 
oHicSr^i-] titfi-NR' - [R' ftTk^Jl^^ySifi^Sigi (c^.J T/u^ 
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^ (r) : 



i^^. i f±-0-^fctt-S-Sr^U Ht> = 0, >=S^fcfi> = S 

(1) 7mmt.itti (2) T/V=3f/l'tP5)-dS7K^S. T^/. -(gjlS (C 

2-6) T^l^:^/^Ji^:t^^y ms T±h:t^iy, ;U:t^i^flif) , M 

(Cg.g) v^:i^PT/l'='=3fi/;5;/kjj?=n^i/ {^s n'^dE^i/'/V:t^v^:!&/VjJ? 
=/W^dre/;5J^) > -(SiSi (Cj_4) T/Va:^!^'^*^^^ (Cg.g) '>^nT/V 

3=3rv'T*ttm$tiTv^Tt>J:vN{S^ (C1.4) T/i^^^^^y^^-t} vmi^^ti^ 

R3«:-0~. -S (O) „- [mli0 3fcV^U2OMI^Sr^•r] ^^tt-NR' 
- [R' litTiamm^'^ittt^f^ (C,_4) T/V=^ryVSr:^] Sr:^LTig-g'LTV^ 




(^■t", Ri«: (1) */l':3?=ar^^/l'Sx (2) x h^'/y/VS^fcH: (3) ^: 




N— i 



H 
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mitti^m^mvm^^tixi^^xhii^^mt. (c^.g) r/vdr/v^fcfm® (c 
2_s) 7/i^^=^/vm ($f*L<}i. am (c^.g) r^i^^ji^^tL^i&m (Ci_ 

*L<. tK)t>\'^s [ [2' - {lil-T'Vy:/-;^-^- 

CCandesartan] ^ 1- (i^^ o--^^->'/U;d-'ari^*/l'4?=/l';^-^>') 2 
[ [2' - (IH— 7" h^V'— /V-5— Y/V-) k*73:^/V-4 
10 -^/V] ^:/X^$^i/-/>-7-*/^5j?^i/7-h CCandesartan 

cilexetil] . fcV^n^/V;t^v^p« ^/l' 2 h ^v/- 1 - [ [ 2 * - ( 1 H- 
r h 7 y — /l^- 5 - ^ /U) 7 a: ::^/V- 4 - ^ /V] P< ^ V ^ — /V 

-7-:^;/V2i<=ari^7- 2-aihdfiy-i- [[2' - (2, 
5-:t^y-l, 2, 4-;^dr1^v?T5/-/^-3-^>'^) t'73iri7V-4 

MfBLfc^i^X-1' 5 -^ll^ff. EP-425921. EP- 

459136. EP-553879, EP-578125. EP-520423, 

EP-66827 2;'£ ilJ:|B|feo<^<o;^feX«^tT.{-2iDfc:;^j5fej^j:^tJ:J; f3'a• 
^1-5::t;&SR^II"efo5o Candesartandlexetil ^fflV>5#^lc:ft, E 
20 P-45913 6^cfB«$i^:fe^;tJ'^CMM*^v^5<D^sJ;v^o 
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m^. wm^^mm m. mm^ mk. mm. mm. mm. mm. ^m. m 

5 ym. i^^"ym. ^^^'i^m. ^i'y^^. y ^vj^/vji^y®^ ^i/-^y:^/\^-^i/m. 

10 ^tt-^^-^p^^{j: j; hm^Aci: ?? a 1 1 m.it-^m\m^-r:bit'^m. -tfi 

^m. mmm\^x. KiMi^Mii-^if^^^ uta i i mji\t-^m\z.^it-r^it^m 

l^v^ 5c A I I im^t^moz^^ K7 ry^t VXft. A I I im.it-^^^OT ^ J 
^■h^T^yM'C. T/i'^Mt. 'O AMit^tiftit^i^ m. A I iWiih'kmor 
15 ^J^ti^^L^^'f^^Mt. T7=^Mt. ^>^j\^T^/:^/\^:^=^Mt. (5- 
f^/U'- 2 y - 1 , 3 - y u:/- 4 /w) ^ h ^i/^/i-^^-Mt. 

e r t --fi-Mt^fitcit^mji if) ; A I I tS^^b-a-'feOTKmSdSr V/V^bx 
20 dST-fe9^/Hb^ ^-^/v^ h>r/Hk. i/nz-^y-Y/Hb, ■^^^y^M^. 
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A I iim,^t'^m(o-:fuh'7y^}t. mmBi 990^^1 mm&(D 

#T-A I I im.it^mz.mtir6 1> cot-& o r t> J; v 

6^t\cX'0. m%W}^ m. th. 7yh. !>f-=¥, -f^?. !> 

Ms Mmitm^j:ift\.xm-^^fi^o ^tcBm\^j&cx^ mmm. mmm. m 
mmM<Dfmti:mt\^x\-i. m:k.imm. d— ^^-^h-zK D-y/v 

t'h-/K r:/>^^. a'fbT^^^T'y. T=^^by:/^ ^^-fe/wn-;^, -ISg^^ 

p«5"/i'-fe/Wp-;5^. 7Kyif=/vi^py K>'/^if;55W^tt5o 

■fe/na—;;^^ i^/VxJ^^ari^ptf^/V-fe/WP— ;^;i7/Vv'!J'A, p>^;;{7/M p— h 
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y /vfiS^f- h y 7 y ^ / tr^^'i?. u^^^:^, li^b^yif/vn 

i^'fb-o'if h-iJ7i^s ^y^xry >'^i/y-fey^j'cC^(^)#®^tt^j ; 

J^ffi^^JjiJ^jr^aiiUTf*. 'pi|;i«y ^'m:^, S^mm^ WlW^. ^aiyHJ^/^ 
(^J. 3-;«7D^>'. :J^np7^/K -<y-^=7ti:^) tiift^m^f^Mo 
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^fij ; *5j:D?iiWigfij m. ^iki^miM. ^.Tim^k i^mi^mMM. ^^p^m 

m^in^^o'^^A\t. m^m^iz.M\^xmo. ooim&ro-j^ssafirro, 

m^it. muMn. mm^^i^. m^immm m. fim, en. f^-^i^, 

tiif) . ^-a-^J («BJ. a^br>':/i^. T7lfTd[J>., ;^;/V7}?dr->'p{ ^/l^/Vn- 

^/v^, ::^rTy xKy^^^uv^^'y /ve 0 0 0)fc 

2mKk±^mmLxhx\f\ 
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^) , p-i^7r/Wffi > ^iJ'T^ y/v^=i;3^y^-LD C:^'!' K7=¥5/ hL 
-30D55 (M^) ^ P-A7T/Wtt) , ^Ti? y /V-g^^^K y S 

^^ifhRS (te^) X P-A^T/^-vtt] , T^y/V#:ii^/l-- P<i5'TtJ^ y/V 

J;v\ ^fc. =i-7^^^^i/«}c, ■^J;iif^>fl:^i?>', =-i?«^oJ;5« 
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10 ^.(D^tkmim. 

15 is] .m^^<DmA¥^^'f-Mii^3, 000~50, OOOT-fcS C2] |B^(7) 

[6] mtmxh?> [1] ia«<^#*S:tt»J, 

C8] m&^t^mxh^ C7] IB«(^#;^14S^J. 

m^U^^^\^Xf3:^^n^^\i)^mifhMo 
i!)^i)^mm\^mH-iEP-A- 1 0 5 8 5 4 1 (c|E^©;^S(;:ipCT3M5^. 

25 Cl] ^ (I) xm^f\^?>it^'tfcn^(D^. :^iz.^^(O0^^jt^^ 
:i(.^mVXn^fi^m^is^XJ^i^P%^^^))-^-i:^^\^Xtj:^^ik^M. 
C2] ±WiN^^^V-^'-i)^a~\ih^v2^i^:l7/ur^ymM'^i^Xh^ Cl] IS 
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[5] M^i¥<DmM¥i^^^mt^3. ooo~5 0, ooovh^ [2] ia«<^ 

itSrii^l[ilfti:L-Cj^O. 0 0 l-^-S 0 Omg. ^f* L< «0. l~50mg 

"t?fc t) , (OSS: 1 0 1 3 miBt4--t^mmi^ uv\ 

i>f-=¥. -T^. ^^^s e^v-. •^'■7. ^i^'. (d^u 

ffil^jk^f^. RIND. Jiei^=(3, Ji}jliLW^4Ja*x 0iL^3ilLl4«l!O#^^. yi^ 
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y^\cX?>Mmm^±. #iL{'J:5^'l4'^^^> "g^^flc^to^^^y i^ft^tt 

10 Wim. mmmmtm. mmmtm. mmm. 'm^i^ai/^h^^^^ 

iL«$. iXm^m (M^. iX^^Kn-AX. m^MM. %^U7.7-n-/\^isi 
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m ' msssL^mm. w^m. mm. mAnrnm. ^itmmmm. v^m^mm. m 

V /-^i^jkm^tcitmmm m. ^nm^. ^^^wm^tm. mm^m^. ^ 
(DiuiBLfcAi immt-^m. ®T>i^:^:^'yi^^m^m (ACE) um^m 

it^h^^^i-yzfV/l^ (enarapril) . Vi^/Z^V^i^ (lisinopril) . :t^/<hV 
Vh [omapatrilat (BMS-186716) ) ^. ACEroPlWf^fflirNE P ("^^tt^VK 

:/II(7)^SrPlWi-5^|llNF(C, iC>MttNafljm'<y^K (ANP ; ^^»i^iJ>*5 
tc:t-^y< h])yh (omapatrilat) . hV7 h [sampatrilat (UK-81252 ; 

Pfiser) ] ^amiffbti^o 

i^:^i^m.mipm^^'t^^t^mthx\-i. mx.it. spp-ioo (Novartis) mt^ 
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T/vv^7'n>'im>^m^-r^i\:.-^mt\.x^. sc-eeioo 

(Pharmacia) m^if^Mo 

xm.wmmtir^:it\z.i:^. mimm m. th. -^^^^ yyv. ^-^^^ 
n\^}^xmm\ m. mmsm. i^ymm. ^wmm^. ^wm^ 
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mvo-^m 9 5 as%. * l < o . i fi:*%~i^ ? o mm%x^h 

Srii^lHiai: LTj^O. 0 0 1~5 0 Omg, ^f*L<(iO. l-SOmgt? 
fct). roi^l 0 l|ll~3lsl^4■1-50;55S*LV^„ 

>i 1 <Dmikn:fj^^m\^x^x3\^m^^i:i^m^^. m^\t^i^i^m}S.m 

^Ofib.o/j|®<£T^*fcH:=iU';^-rP-yH£Tlg. HMG-Co A3I 
TcS^^ (3-hydro:^-3-methylglutaxyl coenzyine A reductase) PJ.#^x 
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fibmmmmm^(Dy<9yy^MiEmm^^irmm , k^^mm^ wl tp 

v^ci;^^)/-/W (y 1x^-/1.) , GPHb/niat^^^ {U:tyn) ) fit*; 
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i^^dri/V^^. l&^T5:a-i5^ny, *5j;t)?^ii^|l> Ca^S^H^fc^; 

y) iiif] . ^zf]}yy'^ym\ U^^Ty^i^) . y^^^yK^, if^^vK 
15 jSH^J m. ^-TT-yx^jy (^9^-) . \!::^i)r^7st^ymm^\ (^5^ 

Kct^r^- h if) . y^JyK 1 . 7 yM^C-^m ms 7 >;/'fk-t- h y 

, #?F^^i5'>-/N°i^ (BMP) . wm^m^mnm^ (fgf) . iL/h^ 

^mmm'f- (pdgf) . Vyy^.y^i—^y'^^^m^ (TGF-i3) . -< 

:^:^y>'=^;^@^-ist)«2 (iGF-1, -2) . m^im-t-f^'^y (pt 

20 H) , 3-Py/N*ai®^MEP~Al-3 7 6 1 9 EP-Al-46 
0 4 8 8-^^^^o it^E P-A 1-719782 ^Am.^m.(D\t^m (fll. 
(2R.4S)-(-)-N-[4-(diethoxypliosphorylmethyl)phenyl]-l,2,4,5-tetraliydro-4- 
meth7l-7,8-methylenedio3Qr-5-oxo-3-benzothiepm-2-carboxainide^) if ; 

25 vyy, :;a-ri{^>'i'3^^. ^VKi^xiy, /2}?yy. ^y^^-K. ^ 

y'yz^))ym. i//v=i/M, i^p<yy, y7.^jy, /<^y)V^y, rTp^yvs, 
'<;^i^y :/m^=cif ; 
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if: 

HMG-co Amymmmmm:±vy<:^^^y. Th^y<:^^^y. -fy 

/^^^^^i/'^ 1/^^/^7.9 'f-:^^ 4 n/'^T.^'^i/^ y)W^:^^^'y^ 

(+) -3R, 5S-7- [4- (4-7/W;*-l373ic::/U) -e—fyyafc'/^ 

-2- (N-^^/i'-N-;?<:?y;^/i'*f=/vT^ y) ifu^i^i^-s — r/v] - 

WW^-M : ^ t ^ 5 V'^ V-f ^ vfl ^f) , 

y^y^vf$.}f: ; 
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ryu'^yvy^^t') . it^mmi {-f/^yrn. ^mmm. m^^^i-^^M^j: 

if: 

mm^i^t LxmQm^'^itfti¥mnmz.n^ir:5>:it-d^x^^o mo^wi^ 
Km\i[:Litwr^. %i\^imMit\^itt(o^mmm^mm^j:ifm\^^xm'^L 

m{z.^m\^if^m^xw^^Lxi^-¥-r^tc}!b<D^y m^a m^it. i^mv^ 
skri^mmm^xnmm}^mfx:^?^m^^^KM.ii^mmmi-?>iiK 
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( 1 ) l^ir'^f^^ >- i/ U^-fef^/V' 3 0 m g 

(2) 7^ V^T. 9 Omg 

(3) ^^B-fe/Vn-;^ 7 Omg 

(4) ;^7"Tyi^^-r^^v^!>A lOmg 



\flZf^)V 2 0 Omg 
(1) . (2) h (3) *D<tO« (4) <D\/2^W^\.fz3.. Wmcf^. r 



mmm2 mm 

(1) ^VT^f-ZV^V i/Vdp-fef^/v 3 Omg 

(2) h-;^ 3 5mg 

(3) =i — l^y^^—'f- 15 Omg 
(3) ^gci^^-fe/VP-;^ 3 Omg 
(5) :^TT}}>Wt-^^^i^^J>^ 5mg 



1^ 250mg 

(1) . (2) , (3) > (4) (D2/3iSXU (5) 1 / 2 ?rS^Lfc^. 

mmt-r^o m(D (4) joJ:TJ? (5) i^i(Djffim-AD;tT^J{c;!jnJEE^M1-5o 

— /vjkjE (SHC) 7 h (iQjit^) t;!;^;^^^-/^^^ • v-v^s^-fe^/v (tcv- 
116) ^/V-fe/l/P lOOcpj^M ; Img/kg (2ml/kg)] $rl B lliieaP^ 
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OjSII^MM. m^^^0.3S%) #ST-e»L. SOOOrpm, Mm.X^20^m^'\> 

(Sigma F.6755) ^Sr^2p(CLT. 7 ^zfV -'^l^'TT. hBB {n^/zL-^^T 
^/Tsir^yi^T.^ ^m^^Xk^Wm^ (SAESTEDTlh B-10) |CJ:«?S!l^ 

^1 

S H c 7 5^ h {c:*5{t'5TCV-ii6©jfiiiBI4':7 ^ y y --/^li^fJi^S^^ 



n^m. (vehicle^-^g^) TCV-116 lmg/kg/davj£-^Sl 

jj^ (mg/dl) 496. 4±21. 9 35 4. 0±29. 1** 
* * : p<0,01 vs vehicle by Student's t-test (Mean± SE, n=5) 

S 1 (r>i^^ii^h\>^?ihii^fii^ 5 vy'^jv^ v • vu^r-fe^^/k (tcv- 
116) Img/kg/dayg-^-HTii. Stfl^it (vehideS-^S^) tittSJUt^ Wlc/dtJfiL 

:/y /-y^jk5S^fctt^l^§^#pia7^7'y y-'/viLi^oTO • ?&»J«. 
y y-y^-jflLig^fciriflt^^^ 51^:7 ^^y y-yyjfiLi^, $ btlS^^ >^y 
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ft ^ o 15 ffi 



1. Ty^>i-7'y^>yiiimffm^^-r^it'^^ (mu. -^ju^^/v^^t:^ 

5. Ty^:t'ryi^>'U^im^^i-^it^m^^ (I) : 



[ [2' - (IH-x hyy— /^-5-'Y/^) tf7ai=/w-4-'i'/i'] 
8. T:/:¥:^-ri^i^>'ni^{^ffiSr^-t-5'fk-^Jfe)dSl- (i/^' n^:^ixyw;t-3r 
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-yiJ;V^^;Vyir^i/) 2-:i^V^\/-l- [ [2' - (1H-Th7i^ 

9 . 7 >'i/>'nt^f^^ ^^-r 2 -^^ h 1 - 
5 [ [2' - (2, 5-v?t K'P-5-;^:aey-i, 2, 4-;^^•l^v^T^/-/^- 

T^i^^yy^uma^m^^-t^it^m. (2) T:^^;^x>'v'>'ig^m$M 

15 ^^-t^it-^m. (3) i-^^^Pl^^fflSr^i-S^b'g'i^. (4) ^-r— ^piWf^ 

1 nt. fc \t 2 aij^i±T'fc 5 it^^ 1 1 is«(^^jo 
i^i^Yimmm ^^•f^\t'^mxh 1 1 ie^cd^Jo 

20 14. ri^^ytT>i^i^n^i^mt:mi-^it-^mm^-:f^vmt-^mxh 

^it^mxh^m^^ 1 3 iEm<^jiij„ 

17. T:/^3^x:/v'>^II^§$t#ffl<^^1-6^b'a•W^ (I) : 
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^2 (fHP.-O^X-^ 

(I) 

tiyf-^jvi'^' i/i^^-fef-;K /Vwf-/^^:/, 

1 9. T^^^:ty':y'y^^lItm.i¥M^^-t^it^W 2 h^ri/- i - 

[ [2' - (IH— r h7/-/l'-5--rz^) lf7:c^/V-4-^/W'] pf^^/l'] 

-^^^x-r ^ ij^z-zt— 7 -:^ji^^:^mx^h6m^m 1 3 ie«<d^Jo 

^rv^;«7/U^^/l':^^i^) ai^/U 2 -a: h^^f^^-- 1 - [ [2 * - (IH— rh7 
>^-/V- 5 — Y/W-) in-zu- 4 -^/l^] ^ f^/V] ^VX-Y 5 7 - 

2 1 . T >^:t7'l^^y:^m^^m ^^-t^it^m^ 2 -rn h =3E^i/- 1 - 
[[2' - (2. Ka-5-;*-^y-l, 2, 4-;^=¥f-i^ri/~>'W- 
3 -^/id If 73i=/v- 4 ->f /u] p< ^yX^ 5: 7 

^-efe 5 if 1 3 fE.m(DMo 

2 3. T:^^:i-7->i^:y^:mmmmr^m^m-r?>it-^mi)^:^-r7y})j^. v 



wo 02/15935 PCT/JPOl/07239 

45 

2 6. \^^y-Ty^i!r'ry^yymWtm^^'t'^\^'hW v-^ vpm^^ffi 

2 7. V::i^pi$f^ffi^;t-r6jb'^WSPP-l 0 0-C'fc6f»^^2 6|E« 

2 9 . ^arN'-- ^la^f^^iSr^-tS-fk-g^/iSNK 3 2 0 1 -CfeSft^^K 2 8|Btt 

3 1. T/v K;^ 7" n ilr^-f s^b-a-^^-^s SC-66100-efc5St^ 

3 3. iffi=i^;^xD-/vjk^Sr#5i«7^7^y /-'J^^-jfiUm^fcfiWIt^^^ 
v^y^zfv /-^ym.(n>'fV3 • f^mi^Mmrr^tiib(ou:^y-T>^:t7' 

3 4. ry^:t=Tyi^ymm.^m^^-t^\\y^m (iau. -ijv^^/v^y^ 

. ^0^0 K7y^/*fcH:^©M^ffiV^5C^^#^^•r57^yy/- 
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